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□ 1. Document ID: US 20040147531 Al 
Using default format because multiple data bases are involved. 

L19: Entry 1 of 27 File: PGPB 



Jul 29, 2004 



PGPUB-DOCUMENT-NUMBER : 20040147531 
PGPUB-FILING-TYPE : new 

DOCUMENT- IDENTIFIER: US 20040147531 Al 

TITLE: Amidine derivatives for treating amyloidosis 

PUBLICATION-DATE: July 29, 2004 



INVENTOR- INFORMATION: 
NAME 

Chalifour, Robert J. 
Kong, Xianqi 
Wu, Xinfu 
Lu, Wenshuo 



CITY 

lie Bizard 
Pierref onds 
Dollard-des-Ormeaux 
LaSalle 



STATE 



COUNTRY 

CA 

CA 

CA 

CA 



RULE- 4 7 



US-CL-CURRENT: 514 / 256 ; 514 / 397 , 514 / 636 



'■Cftation-T Front 
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□ 2. Document ID; US 20040138178 Al 

L19: Entry 2 of 27 File: PGPB Jul 15, 2004 

PGPUB-DOCUMENT-NUMBER: 20040138178 
PGPUB-FILING-TYPE : new 

DOCUMENT- IDENTIFIER : US 20040138178 Al 

TITLE: Phosphono-carboxylate compounds for treating amyloidosis 
PUBLICATION-DATE: July 15, 2004 
INVENTOR- INFORMATION: 

NAME CITY STATE COUNTRY RULE- 4 7 



Szarek, Walter A. Kingston CA 

Kong, Xianqi Pierrefonds CA 

Thatcher, Gregory R.J. Kingston CA 

Gorine, Boris Edmonton CA 



US-CL-CURRENT: 514/79; 514/114, 514/141 
ABSTRACT : 
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Therapeutic compounds and methods for modulating amyloid deposition in a subject, 
whatever its clinical setting, are described. Amyloid deposition is modulated by the 
administration to a subject of an effective amount of a therapeutic compound 
comprising a phosphonate group and a carboxylate group, a congener thereof, or a 
pharmaceutical^ acceptable salt or ester thereof. In preferred embodiments, an 
interaction between an amyloidogenic protein and a basement membrane constituent is 
modulated . 
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□ 3. Document ID: US 20040048279 Al 

L19: Entry 3 of 27 File: PGPB 



Mar 11, 2004 



PGPUB-DOCUMENT -NUMBER : 20040048279 
PGPUB- FILING- TYPE : new 

DOCUMENT- IDENTIFIER : US 20040048279 Al 

TITLE: Method for detecting methylation states for a toxicological diagnostic 
PUBLICATION-DATE: March 11, 2004 



INVENTOR- INFORMATION : 
NAME 

Olek, Alexander 
Piepenbrock, Christian 
Berlin, Kurt 



CITY 
Berlin 
Berlin 
Stahnsdorf 



STATE 



COUNTRY 

DE 

DE 

DE 



RULE-47 



US - CL- CURRENT : 435/6 



ABSTRACT; 



The present invention concerns a method for toxicological diagnosis. A DNA sample is 
taken from an organism or a cell culture, which has previously been subjected to a 
specific substance that is to be investigated for its toxicological effect. The DNA 
contained in this sample is chemically pretreated and the base sequence of a part of 
the modified DNA is determined. A methylation state characteristic for the sample or 
a characteristic methylation pattern is concluded from this. The effect of a 
substance on the organism or the cell culture is concluded by comparison with data of 
the methylation states of other samples and/or compared with other substances from a 
toxicological point of view. 
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□ 4. Document ID: US 20040006092 Al 

L19: Entry 4 of 27 



File: PGPB 



Jan 8, 2004 



PGPUB -DOCUMENT -NUMBER : 2 004 000 6092 
PGPUB-FI LING-TYPE : new 

DOCUMENT -IDENTIFIER : US 20040006092 Al 



TITLE: Amidine derivatives for treating amyloidosis 
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INVENTOR- INFORMATION : 
NAME 

Chalifour, Robert J. 
Kong, Xianqi 
Wu, Xinfu 
Lu, Wenshuo 



CITY 

lie Bizard 
Dollard-des-Ormeaux 
Dollard-des-Ormeaux 
Montreal 



STATE 



COUNTRY 

CA 

CA 

CA 

CA 



RULE-47 



US -CL- CURRENT: 514 / 256 ; 514 / 397 , 514 /632 



ABSTRACT : 



The present invention relates to the use of amidine compounds in the treatment of 
amyloid-related diseases. In particular, the invention relates to a method of 
treating or preventing an amyloid-related disease in a subject comprising 
administering to the subject a therapeutic amount of an amidine compound. Among the 
compounds for use according to the invention are those according to the following 
Formula, such that, when administered, amyloid fibril formation, neurodegeneration, 
or cellular toxicity is reduced or inhibited: 1 



□ 5. Document ID: US 20030236392 Al 

L19: Entry 5 of 27 



File: PGPB 



Dec 25, 2003 



PGPUB-DOCUME NT -NUMBER : 20030236392 
PGPUB-FILING-TYPE: new 

DOCUMENT- IDENTIFIER: US 20030236392 Al 
TITLE: Novel full length cDNA 
PUBLICATION-DATE: December 25, 2003 



INVENTOR-INFORMATION: 








NAME 
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STATE 
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Isogai, Takao 


Ibaraki 




JP 
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Nagai, Keiichi 
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Tamechika, Ichiro 


Osaka 




JP 


Seki, Naohiko 


Chiba 




JP 


Yoshikawa, Tsutomu 


Chiba 




JP 


Otsuka, Motoyuki 
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Nagahari, Kenji Tokyo JP 

Masuho, Yasuhiko Tokyo JP 

US-CL-CURRENT: 536 / 23. 1 ; 435/183, 435/325, 435 /6, 435/ 69.1 , 530/350, 702/19 
ABSTRACT : 

Novel full-length cDNAs are provided. 

1970 cDNA derived from human have been isolated. The full-length nucleotide sequences 
of the cDNA and amino acid sequences encoded by the nucleotide sequences have been 
determined. Because the cDNA of the present invention are full-length and contain the 
translation start site, they provide information useful for analyzing the functions 
of the polypeptide. 
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□ 6. Document ID: US 20030232758 Al 

L19: Entry 6 of 27 File: PGPB Dec 18, 2003 

PGPUB- DOCUMENT -NUMBER : 20030232758 
PGPUB-FILING-TYPE: new 

DOCUMENT-IDENTIFIER: US 20030232758 Al 

TITLE: Immunological methods and compositions for the treatment of Alzheimer's 
disease 

PUBLICATION- DATE : December 18, 2 003 
INVENTOR- INFORMATION: 

NAME CITY STATE COUNTRY RULE-47 

St. George-Hyslop, Peter H. Toronto CA 

McLaurin, JoAnne Toronto CA 



US-CL-CURRENT: 514/12; 435 / 320.1 , 435/325, 435 / 69. 1 , 530/324, 536 / 23. 1 



ABSTRACT : 



The present invention relates to immunogenic compositions and peptides comprising 
residues 4-10 ( FRHDSGY ) of the amyloid peptide Abeta . sub . 42 . The invention further 
relates to antibodies that bind to the Abeta. sub. (4-10) antigenic determinant. The 
invention provides methods for treating Alzheimer's disease and for reducing the 
amyloid load in Alzheimers patients. The invention also relates to methods for 
designing small molecule inhibitors of amyloid deposition. 
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Oct 2, 2003 



PGPUB-DOCUME NT-NUMBER : 20030185808 



e b 



b g e e e f 



e b 



ef 



Record List Display Page 5 of 18 

PGPUB-FILING-TYPE: new 

DOCUMENT- IDENTIFIER : US 20030185808 Al 
TITLE: Prostate cell lines ; 
PUBLICATION-DATE: October 2, 2003 
INVENTOR-INFORMATION: 

NAME CITY STATE COUNTRY RULE-47 

Thraves, Peter London GB 

Sutton, Andrew London GB 

US-CL-CURRENT: 424 / 93,21 ; 424 / 85.2 , 435 / 366 , 514/44 
ABSTRACT : 

An increasingly aged population and better diagnosis has lead to an apparent increase 
in the prevalence of prostate cancer in men. There is an acute need to better 
understand the progression of this disease from its locally confined site of 
initiation to the end stage widely metastatic disease with attendant morbidity and 
mortality. It has historically been difficult to raise and maintain immortalised 
prostate cell lines in culture. We have derived a cell line selected from the group 
consisting of clones ONYCAP 1 and ON Y CAP 2 3 . The cell lines arc characterised as being 
prostate epithelial in origin. 



□ 8. Document ID: US 20030108595 Al 

L19: Entry 8 of 27 File: PGPB Jun 12, 2003 

PGPUB- DOCUMENT -NUMBER : 20030108595 
PGPUB-FILING-TYPE : new 

DOCUMENT-IDENTIFIER: US 20030108595 Al 
TITLE: Method for treating amyloidosis 
PUBLICATION-DATE: June 12, 2003 
INVENTOR- INFORMATION: 

NAME CITY STATE COUNTRY RULE-47 

Kisilevsky, Robert Kingston CA 

Szarek, Walter Kingston CA 

Weaver, Donald Kingston CA 

US-CL-CURRENT: 424/450; 514/12, 514/23, 514/378, 514/381, 514/460, 514/79 
ABSTRACT : 

Therapeutic compounds and methods for inhibiting amyloid deposition in a subject, 
whatever its clinical setting, are described. Amyloid deposition is inhibited by the 
administration to a subject of an effective amount of a therapeutic compound 
comprising an anionic group and a carrier molecule, or a pharmaceutically acceptable 
salt thereof, such that an interaction between an amyloidogenic protein and a 
basement membrane constituent is inhibited. Preferred anionic groups are sulfonates 
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and sulfates. Preferred carrier molecules include carbohydrates, polymers, peptides, 
peptide derivatives, aliphatic groups, alicyclic groups, heterocyclic groups, 
aromatic groups and combinations thereof. 
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□ 9. Document ID: US 20030027796 Al 

L19: Entry 9 of 27 File: PGPB 



Feb 6, 2003 



PGPUB -DOCUMENT -NUMBER : 20030027796 
PGPUB- FILING- TYPE : new 

DOCUMENT- IDENTIFIER : US 20030027796 Al 

TITLE: Phosphono-carboxylate compounds for treating amyloidosis 
PUBLICATION-DATE: February 6, 2003 



INVENTOR- INFORMATION : 
NAME 

Szarek, Walter A. 
Kong, Xianqi 
Thatcher, Gregory R.J. 
Gorine, Boris 



CITY 

Kingston 

Dollard-des-Ormeaux 

Kingston 

Edmonton 



STATE COUNTRY RULE- 4 7 
CA 
CA 
CA 
CA 



US-CL-CURRENT: 514/ 79 ; 514/114, 514 /141 
ABSTRACT: 

Therapeutic compounds and methods for modulating amyloid deposition in a subject, 
whatever its clinical setting, are described. Amyloid deposition is modulated by the 
administration to a subject of an effective amount of a therapeutic compound 
comprising a phosphonate group and a carboxylate group, a congener thereof, or a 
pharmaceutical^ acceptable salt or ester thereof. In preferred embodiments, an 
interaction between an amyloidogenic protein and a basement membrane constituent is 
modulated. 
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□ 10. Document ID: US 200201 19926 Al 

L19: Entry 10 of 27 File: PGPB 



Aug 29, 2002 



PGPUB- DOCUMENT -NUMBER : 20020119926 
PGPUB-FILING-TYPE: new 

DOCUMENT- IDENTIFIER : US 20020119926 Al 

TITLE: Inhibitors of IAPP fibril formation and uses thereof 



PUBLICATION-DATE: August 29, 2 002 



INVENTOR- INFORMATION : 
NAME 



CITY 



STATE 



COUNTRY 



RULE- 4 7 
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Fraser, Paul 



Toronto 



CA 
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US-CL-CURRENT: 514 /12; 435 / 184 , 514 /14, 514 /15, 514 /16, 514 /17 



ABSTRACT : 



New antif ibrillogenic agents and compositions containing same, methods of using the 
antif ibrillogenic agents and compositions for inhibiting amyloid fibril formation, 
and effective therapeutics for preventing or delaying the progression of, e g., 
Alzheimer's disease and diabetes. 



Classification 
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O 11. DocumentID: US 200201 15717 Al 

L19: Entry 11 of 27 File: PGPB 



Aug 22, 2002 



PGPUB- DOCUMENT -NUMBE R : 20020115717 
PGPUB-FILING-TYPE: new 

DOCUMENT-IDENTIFIER: US 20020115717 Al 



TITLE: Amyloid targeting imaging agents and uses thereof 
PUBLICATION-DATE: August 22, 2 002 



INVENTOR-INFORMATION: 
NAME 

Gervais, Francine 
Kong, Xianqi 
Chalifour, Robert 
Migneault, David 



CITY 

lie Bizard 
Dollard-des-Ormeaux 
lie Bizard 
Laval 



STATE COUNTRY 
CA 
CA 
CA 
CA 



RULE-47 



US-CL-CURRENT: 514/553; 424/1.11 



ABSTRACT; 



Amyloid-targeting imaging agents such as radiolabeled amyloid targeting molecules and 
amyloid targeting molecule-chelator conjugates for imaging, e.g., amyloid plaques in 
vivo, and/or for the treatment of amyloidosis disorders. The invention provides 
amyloid-targeting imaging agents that are useful for imaging sites of amyloid 
disease. Imaging agents of the invention are capable of binding specifically to 
amyloid plaques, as an aid in diagnosis and/or early treatment of amyloidosis 
disorders . 



□ 12. DocumentID: US 20020094335 Al 

L19: Entry 12 of 27 File: PGPB Jul 18, 2002 

PGPUB- DOCUMENT -NUMBER : 20020094335 
PGPUB-FILING-TYPE : new 

DOCUMENT- IDENTIFIER : US 20020094335 Al 
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TITLE: Vaccine for the prevention and treatment of alzheimer's and amyloid related 
diseases 

PUBLICATION- DATE : July 18, 2 002 



I NVENTOR- INFORMAT I ON : 
NAME 

Chalifour, Robert 
Hebert, Lise 
Kong, Xianqi 
Gervais, Francine 



CITY 

lie Bizard 
Brossard 

Dollard-des-Oremaux 
lie Bizard 



STATE 



COUNTRY 

CA 

CA 

CA 

CA 



RULE- 4 7 



US-CL-CURRENT : 424/185.1 



ABSTRACT : 



The present invention relates to a stereochemically based "non-self" antigen vaccine 
for the prevention and/or treatment of Alzheimer's and other amyloid related 
diseases. The present invention provides a vaccine for the prevention and treatment 
of Alzheimer f s and other amyloid related diseases, which overcomes the drawbacks 
associated with using naturally occurring peptides, proteins or immunogens . 



□ 13. Document ID: US 20020009730 A 1 

L19: Entry 13 of 27 



File: PGPB 



Jan 24, 2002 



PGPUB-DOCUMENT -NUMBER : 20020009730 
PGPUB-FILING-TYPE: new 

DOCUMENT-IDENTIFIER: US 20020009730 Al 
TITLE: Human stress array 
PUBLICATION-DATE: January 24, 2 0 02 



INVENTOR-INFORMATION : 
NAME 

Chenchik, Alex 
Lukashev, Matvey E. 



CITY 

Palo Alto 
Newton 



STATE 

CA 

MA 



COUNTRY 

US 

US 



RULE -4 7 



US-CL-CURRENT: 435/6; 536/24. 3 



ABSTRACT : 



Human stress arrays and methods for their use are provided. The subject arrays 
include a plurality of polynucleotide spots, each of which is made up of a 
polynucleotide probe composition of unique polynucleotides corresponding to a human 
stress gene. The subject arrays find use in hybridization assays, particularly in 
assays for the identification of differential gene expression of human stress genes. 
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□ 14. Document ID: US 20010048941 Al 

L19: Entry 14 of 27 



File: PGPB 



Dec 6, 2001 



PGPUB- DOCUMENT -NUMBE R : 20010048941 
PGPUB- FILING-TYPE : new 

DOCUMENT-IDENTIFIER: US 20010048941 Al 
TITLE: Method for treating amyloidosis 
PUBLICATION-DATE: December 6, 2001 



INVENTOR- INFORMATION : 
NAME 

Kisilevsky, Robert 
Szarek, Walter 
Weaver, Donald 



CITY 

Kingston 
Kingston 
Kingston 



STATE 



COUNTRY 

CA 

CA 

CA 



RULE- 4 7 



US-CL-CURRENT: 424 / 450 ; 514 /2, 514 / 378 , 514 / 381 , 514 / 460 , 514 /54 



ABSTRACT : 



Therapeutic compounds and methods for inhibiting amyloid dep 
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□ 15. Document ID: US 20010027186 Al 

L19: Entry 15 of 27 



File: PGPB 



Oct 4, 2001 



PGPUB-DOCUMENT -NUMBER : 20010027186 
PGPUB-FILING-TYPE : new 

DOCUMENT-IDENTIFIER: US 20010027186 Al 

TITLE: Phosphono-carboxylate compounds for treating amyloidosis 
PUBLICATION-DATE: October 4, 2 001 



INVENTOR-INFORMATION: 
NAME 

Szarek, Walter A. 
Kong, Xianqi 
Thatcher, Gregory R.J 
Gorine, Boris 



CITY 

Kingston 

Dollard-des-Ormeaux 

Kingston 

Edmonton 



STATE 



COUNTRY 

CA 

CA 

CA 

CA 



RULE- 4 7 



US-CL-CURRENT: 514 /79; 514 / 114 , 514 / 129 , 514 /142 
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Therapeutic compounds and methods for modulating amyloid deposition in a subject, 
whatever its clinical setting, are described. Amyloid deposition is modulated by the 
administration to a subject of an effective amount of a therapeutic compound 
comprising a phosphonate group and a carboxylate group, a congener thereof, or a 
pharmaceutically acceptable salt or ester thereof. In preferred embodiments, an 
interaction between an amyloidogenic protein and a basement membrane constituent is 
modulated. 
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□ 16. Document ID: US 6632808 Bl 

L19: Entry 16 of 27 



File: USPT 



Oct 14, 2003 



US-PAT-NO: 6632808 

DOCUMENT-IDENTIFIER: US 6632808 Bl 

TITLE: Inhibitors of amyloid formation 

DATE-ISSUED: October 14, 2003 



INVENTOR- INFORMATION: 
NAME 

Caughey; Winslow S. 
Caughey; Byron 



CITY 

Hamilton 
Hamilton 



STATE ZIP CODE 

MT 

MT L 



COUNTRY 



US-CL-CURRENT: 514 / 185 ; 514/410, 540 / 122 , 540/145 



ABSTRACT : 



Methods, compounds and compositions are disclosed for treating amyloidogenic 
diseases, like Alzheimer ! s disease and type 2 diabetes, and particularly prion 
diseases associated with conversion of protease sensitive PrP (PrP-sen) to protease 
resistant PrP (PrP-res), by administering therapeutically effective amounts of a 
tetrapyrrole . Particular disclosed tetrapyrroles having this activity include 
phthalocyanines, deuteroporphyrins, and meso-substituted porphines. Complexes of 
certain of the pyrroles with metals or metal ions produce compounds that are 
particularly effective in converting the conversion of PrP-sen to PrP-sen. The 
treatment of the present invention is particularly suited for preventing or 
inhibiting the progression of prion related diseases, such as transmissible 
spongiform encephalopathies. 

70 Claims, 10 Drawing figures 
Exemplary Claim Number: 1 
Number of Drawing Sheets: 4 



□ 17. Document ID: US 6562836 Bl 

L19: Entry 17 of 27 



File: USPT 



May 13, 2003 



US-PAT-NO: 6562836 
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DOCUMENT-IDENTIFIER: US 6562836 Bl 

** See image for Certificate of Correction ** 

TITLE: Methods and compounds for inhibiting amyloid deposits 

DATE-ISSUED: May 13, 2003 



INVENTOR- INFORMATION: 
NAME 

Szarek; Walter A. 
Weaver; Donald F. 
Kong; Xianqi 
Gupta; Aj ay- 
Mi gneault; David 



CITY 

Kingston 
Kingston 

Dollard-des-Ormeaux 
Point e- Claire 
Laval 



STATE ZIP CODE 



COUNTRY 

CA 

CA 

CA 

CA 

CA 



US-CL-CURRENT: 514/307; 514/308, 514/311, 514/313, 514/314 



ABSTRACT : 

Methods and compositions which are useful in the treatment of amyloidosis. In 
particular, methods and compositions are provided for inhibiting, preventing and 
treating amyloid deposition, e.g., in pancreatic islets, wherein the amyloidotic 
deposits are islet amyloid polypeptide ( IAPP) -associated amyloid deposition or 
deposits. The methods of the invention involve administering to a subject a 
therapeutic compound which inhibits IAPP-associated amyloid deposits. Accordingly, 
the compositions and methods of the invention are useful for inhibiting IAPP- 
associated amyloidosis in disorders in which such amyloid deposition occurs, such as 
diabetes. 



172 Claims, 14 Drawing figures 
Exemplary Claim Number: 1 
Number of Drawing Sheets: 14 
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H 18. Document ID: US 6440952 B2 

L19: Entry 18 of 27 File: USPT 

US-PAT-NO: 6440952 

DOCUMENT-IDENTIFIER: US 6440952 B2 

TITLE: Phosphono-carboxylate compounds for treating amyloidosis 
DATE-ISSUED: August 27, 2002 



Aug 27, 2002 



INVENTOR-INFORMATION: 
NAME 

Szarek; Walter A. 
Kong; Xianqi 
Thatcher; Gregory R. J. 
Gorine; Boris 



CITY 

Kingston 

Dollard-des-Ormeaux 

Kingston 

Edmonton 



STATE ZIP CODE COUNTRY 
CA 
CA 
CA 
CA 



US-CL-CURRENT: 514 / 120 ; 558 / 110 , 558 /70 
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Therapeutic compounds and methods for modulating amyloid deposition in a subject, 
whatever its clinical setting, are described. Amyloid deposition is modulated by the 
administration to a subject of an effective amount of a therapeutic compound 
comprising a phosphonate group and a carboxylate group, a congener thereof, or a 
pharmaceutically acceptable salt or ester thereof. In preferred embodiments, an 
interaction between an amyloidogenic protein and a basement membrane constituent is 
modulated. 

20 Claims, 0 Drawing figures 
Exemplary Claim Number: 1 
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G 19. Document ID: US 6355784 Bl 

-L19: Entry 19 of 27 



File: USPT 



Mar 12, 2002 



US -PAT-NO : 6355784 

DOCUMENT-IDENTIFIER: US 6355784 Bl 

** See image for Certificate of Correction ** 



TITLE: Methods and compositions for the manufacture of halogenated anthracyclines 
with increased antitumor activity, other anthracyclines, halogenated sugars, and 
glycosyl donors 



DATE-ISSUED: March 12, 2002 



INVENTOR- IN FORMAT I ON : 
NAME 

Priebe; Waldemar 
Krawczyk; Marta 
Skibicki; Piotr 
Fokt; Izabela 
Dziewiszek; 1 Krzysztof 
Grynkiewicz; Grzegorz 
Perez-Soler; Roman 



CITY 
Houston 
Lexington 
Warsaw 04015 
The Woodlands 
The Woodlands 
05-092 Lomianki 
New York 



STATE 

TX 

KY 

TX 
TX 

NY 



ZIP CODE 

77005 

40503 

77380 
77380 

10016 



COUNTRY 



PL 



PL 



US -CL- CURRENT: 536/6.4; 536/122, 536 / 17.2 , 536/18.4, 536 / 18.7 , 536/4.1 
ABSTRACT : 

The present invention discloses new and novel halogenated anthracyclines linked 
through the saccharide portions. These congeners show high activity in vitro against 
several tumor cell lines. In doxorubicin (DOX) sensitive cell lines, they are at 
least as cytotoxic as DOX and in some cases more so. Many of these 4 1 - and 6'- 
fluorinated anthracyclines are more effective against multidrug-resistant tumors than 
was DOX, and/or have greater effectiveness than DOX against DOX sensitive cells. The 
compounds of this invention also have anti-amyloidogenic effects and the use of these 
compounds in the treatment of Alzheimer's disease is contemplated. 



7 Claims, 19 Drawing figures 
Exemplary Claim Number: 1 
Number of Drawing Sheets: 15 
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□ 20. Document ID: US 6329356 Bl 

L19: Entry 20 of 27 



File: USPT 



Dec 11, 2001 



US-PAT-NO: 6329356 
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The invention provides a method of treating a mammal having a condition associated 
with formation of amyloidogenic protein without deposition of amyloid plaques. This 
treatment includes administering to the mammal a pharmacologically effective amount 
of Congo Red or a pharmaceutically acceptable salt or derivative thereof to interfere 
with amyloidogenic protein formation or to destabilize amyloidogenic protein 
structures already formed in said mammal. The invention also provides a method of 
treating a mammal having a condition associated with deposition of amyloidogenic 
protein in plaques, and a method of inhibiting the transformation of PrP-sen to PrP- 
res in a tissue culture sample containing PrP-sen. 
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FIG, 1 shows the results of a thioflavin T fluorometric assay. Fibril 
formation of A beta 1-42, A beta 1-30-NH2, and K6A beta 1-30-NH2 (SEQ ID 
NO:6) was measured in vitro following incubation at 37 degrees c. K6A 
beta 1-30-NH2 was the only peptide that did not form fibrils at any of 
the time points. 

FIGS. 2A and 2B show that A beta 40 and A beta 42 are toxic to human 
neuroblastoma cells (sk-n-sh) in culture as determined by the MTT assay, 
whereas K6A beta 30-NH2 has no effect at 2 days (FIG. 2A) and is slightly 
trophic at 6 days (FIG. 2B) . *p lessthan 0.05; **p less-than 0.01; ***p 
less-than 0.001 compared to VEH group (one-way AN OVA) . 
FIGS, 3A-3D show coronal sections (X50; original magnification) stained 
with 6E10 against A beta, through the hippocampus and cortex in a Tg 
control -(FIG. 3A) and K6A beta 1-30-treated (FIG. 3B) Tg mouse. FIGS. 3C 
and 3D are adjacent sections (X100) double stained for interleukin-1 that 
recognizes microglia, and A beta . Note the reduction of amyloid burden 
in the immunized mouse (FIG. 3B) , and the lack of ramified microglia 
(FIG. 3d) surrounding A beta plaque in the same mouse, compared to a 
control mouse (FIG. 3A, 3C) . The bars in FIGS. 3A and 3C are 100 mu m. 
Abbreviations: hip=hippocampus ; cx=cortex; cc=corpus callosum. 
FIGS. 4A-4C show the reduction in cortical (FIG. 4A) and hippocampal (FIG. 
4B) amyloid burden (6E10) following 7 months treatment with K6A beta 
1-30-NH2. There is an 89% reduction in cortical amyloid burden 
(*p=0.0002; t-test; n=4 per group) and an 81% reduction in hippocampal 
amyloid burden (*p=0.0001) . Soluble A beta 1-42 levels (FIG. 4C) are 
reduced by 57% within the brains of the vaccinated mice (*p=0.0019). 
FIG. 5 shows the results of a thioflavin T fluorometric assay. Fibril 
formation of A beta 1-42, A beta 1-40, A beta 1-30-NH2, A beta 1-30K6, A 
beta 1-30-NH2 (EE18,19) and A beta 1-30-NH2 (DDL18,19) was measured in 
vitro following incubation at 37 degrees c. for 15 days. Within this 
period, no fibril formation of the A beta derivatives containing a 
polylysine segment or an amino acid substitution within the hydrophobic 
region was detected. 
FIGS. 6A and 6B show the results of MTT cell toxicity assay. Neurotoxicity 
of A beta 1-42, A beta 1-40, A beta 1-30-NH2, K6A beta 1-30-NH2, A beta 
1-30K6, A beta l-30-NH2(EE,18,19) and A beta l-30-NH2(DD,18,19) was 
determined following treatment of human neuroblastoma cells (SK-N-SH) for 
2 (FIG. 6A) and 6 (FIG. 6B) days. *p less-than 0.05; **p less-than 0.01; 
***p less-than 0.001 compared to VEH group (one-way ANOVA) . In this*** 
assay, A beta 1-40 and A beta 1-42 were toxic to human neuroblastoma*** 
cells (SK-N-SH) in culture, of the A beta derivatives, even at the*** 
highest concentration (100 mu M) , only A beta 1-30K6 displayed a slight*** 
toxicity and only on day 2 of the test. Several of the peptides were*** 
neurotrophic following 6 days incubation. *p less-than 0.05; **p*** 
less-than 0.01; ***p lessthan 0.001 (One-way Anova; Neuman Keuls' posthoc*** 
test). *** 



*** FIG. 7 shows the antibody titer determined by ELISA in mice 14 weeks after** 
*** vaccination with mouse recPrP. *** 

*** FIGS. 8A and 8B show that a higher anti-PrPC (ME7 fas PrP) antibody titer*** 
*** in vaccinated mice, as presented in FIG. 7, correlates with a longer*** 

*** incubation time in both ***p r p Sc *** inoculated mouse groups at lower 

dilution (FIG. 8A; r2=0.4389, p=0.0052) and at higher dilution (FIG. 8B; 
r2=0.6786, p lessthan 0.0001). 
FIG. 9 is a graph showing the effect of recPrP vaccination on disease 
onset, with day 0 being the first day an animal scored positive for 
disease. Group 1 mice were controls inoculated with ***p r ps c *** a t a 
10 fold dilution, while group 2 was inoculated at the same dilution but 
also received recPrP vaccination. Group 3 mice were controls inoculated 
with ***p r ps c *** at a 1000 fold dilution, while Group 4 received the 
same dilution of ***p r psc*** along with recPrP vaccination. The two 
control groups received ***adiuvant*** and vehicle injections. Two 
way ANOVA shows a significant effect for vaccination (p=0.0005) and 

***PrPSc*** dilution (p less-than 0.000001). The Newman-Keuls post-hoc 
test showed vaccination to have a stronger effect in the 10 fold dilution 
group (Group 1 versus 2, p=0.001 two-tailed; Group 3 versus 4, p=0.036 
one-tailed) . 

FIG. 10 shows an alignment of amino acid sequences of prion protein (PrP) 
from human (SEQ ID NO:21), gorilla (SEQ ID N0:22), chimpanzee (SEQ ID 
NO:23), mouse (SEQ ID N0:24), rat (SEQ ID N0:25), Syrian hamster (SEQ ID 
no: 26), mink (SEQ ID no: 27), sheep (SEQ ID no: 28), goat (SEQ ID NO: 29), 
cow (SEQ ID NO: 30), and greater kudu (SEQ ID NO: 31). Amino acid residues 
that are identical and conserved among the prion proteins of the species 
presented in this figure are boxed. 

FIGS. 11A-C show ELISA evaluation of sera from individual animals 
vaccinated with K6A beta 1-30-NH2 and alum ***adjuvant*** , testing 
for antibody titer against antigen (FIG. 11A) , A beta 142 (FIG. 11B) and 
A beta 1-40 (FIG. lie) . 

FIGS. 12A-C show ELISA evaluation of sera from individual animals 
immunized with A beta 1-42 and alum ***adjuvant*** , testing for 
antibody titer against antigen (FIG. 12A) , K6AP1-30-NH2 (FIG. 12B) and A 
beta 1-40 (FIG. 12c) . 

FIGS. 13a and 13B depict a linear maze used to evaluate cognitive 
capabilities of animals vaccinated with A beta 1-30NH2 and K6A beta 
1-30-NH2 together with alum ***adjuvants*** , as well as controls. 
FIG. 13A shows the maze design during the adaptation phase, and FIG. 13B 

.during testing. Dotted lines indicate blocked alleys. 

FIGS. 14A-C depict results obtained from behavioral studies of animals of 
about 3-4 months of age, after vaccination with A beta 1-30-NH2 and K6A 
beta 1-30-NH2 together with alum ***adiuvants*** , as well as 
controls. The studies included testing of locomotor activity (FIG. 14A) , 
spontaneous avoidance (FIG. 14B) , and passive avoidance (FIG. 14c). see 
Example 6. 

FIGS. 15A-N depict results obtained from behavioral studies of animals of 
about 11 months of age, after vaccination with A beta 1-30-NH2 and K6A 
beta 1-30-NH2 together with alum ***adjuvants*** , as well as 
controls. The studies included testing of locomotor activity (FIG. ISA), 
and cognitive testing using traverse beam (FIGS. 15B and 15C) , rotarod 
(FIG. 15D) , radial arm maze (FIGS. 15E and 15F) , straight alley channel 
(FIG. 15G) , visible platform (FIGS. 15H and 1ST), Morris water maze 
(FIGS. 153 and 15K) , probe trial (FIGS. 15L and 15m), and linear maze 
(FIG. 15N) . see Example 6. 
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FIG. 1 represents the susceptibility to scrapie infection and PrP level of 
various sublines of N2a cells. N2a populations as propagated routinely in 
the lab and single clones transformed with a PrP expression or a control 
vector are seeded into 24well plates (2 x 104 cells/well) and grown to 



confluence, (a) Cultures are exposed for 3 days to purified mouse 

***Prpsc*** (RML strain, 20 ng/ml), cultured for 29 days (8 passages) 
and assayed for ***p r ps c *** formation by the cell blot assay, (b) 
Prionsusceptible N2a/Bos2 and resistant N2a/2Mll cells are exposed for 3 
days to the dilutions indicated of infected 10% brain homogenate, 
cultured for 14 days (3 passages) and assayed for ***p r ps c *** 
formation. Cells exposed to a 10-4 dilution are still slightly positive 

(c) western blot analysis of N2a sublines is performed using monoclonal 
anti-PrP antibody 6H4. Cells transfected with the expression plasmid for 
mouse PrPc, MHM2 PrP or MH2M PrP are indicated by mo, M2 or 2M, 
respectively. BOS designates cells cotransfected with pSVneo and 
pEF-BOS-EX. N2a, the original uncloned cells, as well as the highly 
susceptible N2a/Bos2 cell line show similar, low expression of PrPC as 
compared to the non-susceptible mos or 2M11 lines. 

FIG. 2 represents anti PrP antibody 6H4 and PIPLC preventing infection of 
N2a/Bos2 cell with scrapie prions and abrogate ***p r ps c *** 
accumulation in chronically infected cells, (a) N2a/Bos2 cells are 
incubated for 2 h with antibody 6h4 or PIPLC at the concentrations 
indicated and exposed to 0.1% scrapie-infected brain homogenate (fmal 
concentration) for 3 days. After culturing for 14 days (3 passages) in 
the absence of PIPLC or in the continued presence of 6H4, ***p r psc*** 
expression is determined. (b,c) Chronically scrapie-infected N2a/Bos2 
cells are cultured for (b) 3 days at the levels of antibody 6H4 or of 
PIPLC indicated or (c) 14 days (3 passages) at the concentrations of 
antibody 6H4 indicated, and ***p rPSc *** accumulation is monitored. 

(d) Chronically scrapie-infected N2a/ Bos2 cells are exposed to 6H4 at 
the concentrations indicated for 2 weeks and further cultured in the 
absence of the antibody for 6 weeks, cultures are split 1:5 every 34 
days. There is no reappearance of *** Pr psc*** . "Cell staining" refers 
to staining of the membranes with ethidium bromide to monitor efficiency 
of transfer of the cell layer. IN, chronically scrapie-infected N2a/Bos2 
cells. 

FIG. 3 represents chronically infected N2a/Bos2 cells "cured" of 

*** Pr ps c *** by antibody 6H4 treatment continuing to produce PrP and 
their susceptibility to reinfection, (a) chronically infected N2a/Bos2 
cells, treated with antibody 6H4 for 2 weeks at the concentrations 
indicated and propagated in its absence for 66 days were not exposed (top 
2 rows) or exposed to 0.1% RMLinfected mouse brain homogenate for 3 days 
(bottom 2 rows). After culturing for 14 days, ***p rPSc *** -j s 
monitored by the cell blot assay, (b) Relative susceptibility to prions 
of N2a/Bos2 cells (BOS2) and N2a/Bos2 cells "cured" by exposure to 
antibody 6H4 at 20 mu g/ml is determined by exposing cultures to various 
dilutions of RML-infected mouse brain homogenate for 3 days and 
determining ***p r ps c *** as above, (c) Levels of PrPC and 

***PrPsc*** in various sublines are determined by Western blotting, 
chronically infected N2a/Bos2 cells, treated for 2 weeks with antibody 
6h4 at the concentrations indicated are passaged for 84 days after 
antibody withdrawal. Cells are lysed and samples corresponding to 2.25 x 
105 cells are incubated in the presence (+PK) or absence (-PK) of 
proteinase K (5 mu g/ml) for 90 minutes at 37 degrees c. Western blotting 
is performed as described in Methods. UN, uninfected N2a/Bos2 cells and 
I-BOS2, chronically prion-infected BOS2 cells. Molecular weight markers 
are indicated at the left of each panel. 

FIG. 4 represents a model to explain abolition of ***p r psc*** by anti 
PrP antibody (or PIPLC). PrPC is attached to the membrane by a 
glycosyl phosphatidyl inositol anchor and cycles between the cell surface 
and an endocytic compartment (43). In scrapieinfected cells, PrPC is 
recruited into ***p r ps c *** "seeds" (44), which may be located at the 
cell surface and/or in the endocytic/lysosomal compartment. ***p r psc*** 
is degraded with a halflife of about 15 h (37); if PrPC is prevented from 
converting to ***p r psc*** by either a blocking antibody or by being 
stripped from the cell surface by PIPLC, ***p r ps c *** will diminish 
and ultimately disappear. 
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